07/31/03 THU 08:50 FAX 8568101454 LAW OFFICES I&008 




Attorney Docket No.: ISPH-0524 

Inventors : Bennett 

Serial No.: * 09/734,847 

Filing Date: December 12, 2000 
Page 2 



The followinq listing of claims will replace all prior versions and 

listings o f claims in this application. 

Listing of Claims : 

Claim 1 (currently amended) ; A method of controlling the 
behavior of a cell through modulation of the processing of a 
selected wild-type mRNA target within said cell, said method 
comprising binding to said target an antisense compound havi no at 

least one 2 ' guarxidlni um r 2 ' carbamate, 2 * aminooxy, 3 'methylene 

phosphonatG, peptide nucleic acid having at l ea st one lysine 
residu e at it s C-terminus. o r oaotide nucleic acid having at lea at 
on e arginine residue at its C-t e rminus which is specifically 
hybridizable with said mRNA target and which does not elicit 
cleavage of the mRNA target upon binding, so that processing of 
said mRNA target is modulated and said behavior is controlled. 

Claim 2 (original): The method of claim 1 wherein said 
modulation of the processing of a selected wild-type mRNA target is 
modulation of splicing of said mRNA target. 

Claim 3 (canceled) . 

Claim 4 (re-presented - formerly dependent claim 3) The method 
of claim ~3 1 wherein said antisense compound comprises a 2\- 
guanidini.uni/ — a c^ \: ovy m- i do , 2 r - carbamate, — - 



Received from < 85681 01454 > at 7/31/03 8:47:05 AM [Eastern Daylight Time] 



07/31/03 THU 08:51 FAX 8568101454 



LAW OFFICES 



@009 



Attorney Docket No,: ISPH-0524 
Inventors: Bennett 
Serial No.: 09/734,847 
Filing Date: . . December 12, 2000 

Pago 3 

d imc t h y 1 am i n oc t hex ye t h -o^yr 3 1 methylene phosphonate. or 2 ' - 
aminooxy modification on substantially every sugar. 

Claim 5 (original): The method of claim 4 wherein said 
antisense compound comprises at least one phosphorothioate backbone 
linkage. 

Claim 6 (original) : The method o£ claim 1 wherein said 
antisense compound is an antisense oligonucleotide. 

Claim 7 (original) : The method of claim 2 wherein said 
modulation of splicing is a redirection of splicing. 

Claim 8 (original).: The method' of claim 2 wherein said, 
modulation of splicing results in an altered ratio of splice 
products . 

Claim 9 (original); The method of claim 2 wherein said 
modulation of splicing results in exclusion of one or more exons 
from the mature mRNA. 

Claim 1.0 (original) : The method of claim 9 wherein said 
antisense compound is targeted to at least a portion of an exon to 
be excluded. 

Claim 11 (original) : The method of claim 10 wherein said 
antisense compound is targeted to an intron-exon junction. 
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Claim 12 (original) : The method of claim 7 wherein said 
antisense compound is targeted to at least a portion of a region up 
to 50 miclcobases upstream from a 5' splice site. 

Claim 13 (original) : The method of claim 12 wherein said 
redirection of splicing is a decreased frequency of use of said . 5' 
splice site. 

Claim 14 (re-presented - formerly dependent claim 1) : T h ' -e 
mettro d of claim 1— A method of controlling the behavior o f a non- 
viral cell through modulation of pol vadenvlat.i on of a selected 
w ild-tvoe mRNA target within said cell, said method comprising 
binding to said mRNA targ e I :, an itntisensfi gg m pound having at least 
one 2 ' quanidinium. 2 'carbamate, 2'aminooxy. 3 'methylene 
p hosphonate. peptide nucleic acid having at least one lysi ne 
residue at its C-terminus, or peptide nucleic acid having at least 
one arainin e residue at its C-terminus and which is specifically 
hybri d isa ble with said mRNA target so that, polvadenvlation of said 
mRNA t aracL is modulated nnd said behavior is controlled wherein 
^rird — process j-ng — erf — a — selecte d — mRNA — target — irs — p olyadcny la t ion — erf 1 
said mR -NA — Large t . 

Claim 15 ((re-presented ~ formerly dependent claim 1): T h e 
method of clai m — 1 — A method of controlling the behavior o(: a non- 
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viral cell through modulation o f processing of a selected wild- 
tvoe mRNA target within said cell, said method comprising binding 
to said mRNA t arget an a n tisense compound having at least one 
2 ' ouan i d inium. 2 T carbamate . 2 ' ami nooxy , 3 'methylene phosphorat e, 
pept ide nucleic acid having at. least one lys i ne residue at it s O 
te rminus, or peptide nucle i c acid having at least one aroinine 
residue at iLa C-termi,nus and whic h is specifically hybridizable 
with fa polvadenylation signal or polyadenylation site so that 
processing of said mRNA target is modulated and said behavior is 
controlled whrei^tsHbfi — said — antiseriAC — compoun d- — is — targeted — to — 
polyadeny Id Irion signal or ^ pclyadcnylai:iarr - " gr'rtre ■ 

Claim 16 (original) : The method of claim 1 wherein said 
processing ot a selected wild-type cellular mRNA target is 
regulating stability of said mRNA target, by targeting said 
antisense compound to a sequence which controls stability of said 
mRNA tar gel. 

Claims 17-30 (canceled) . 

Claim 31 (original): The method of claim 8, wherein said 
altered ratio of splice products results from an increase or a 
decrease in the amount of a splice product encoding a membrane form 
oi a protein relative to a soluble form of a protein. 
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Claim 32 (original): The me L hod of. claim 31 wherein said 
protein is a recepLor. 

Claim 33 (original): The method of claim 32, wherein said 
recepLor is a hormone of cytokine receptor. 
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